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ANDA 74-464 HAY 28

Eon Labs Manufacturing, Inc.
Attention: Sadie M. Ciganek
227-15 North Conduit Avenue
Laurelton, N.Y. 11413

Dear Madam:

This is in reference to your abbreviated new drug application
dated February 2, 1994, submitted pursuant to Section 505(3) of
the Federal Food, Drug, and Cosmetic Act, for Indomethacin
Extended-release Capsules USP, 75 mg. ‘

Reference is also made to your amendments dated October 24, 1995;
and March 4, April 6, and April 13, 1998.

Your application contains a patent certification to patent
4,173,626 under Section 505(3) (2) (A) (vii) (IV) of the Act.

Section 505(j) (4) (B) (iii) of the Act provides that approval shall
be made effective immediately unless an action is brought for
infringement of the patent which is the subject of the
certification before the expiration of forty-five days from the
date the notice provided under paragraph (2) (B) (i) is received.
You have notified FDA that Eon Labs Manufacturing, Inc. has
complied with the requirements of Section 505(j) (2) (B) of the Act
and that no action for patent infringement was brought against
Eon Labs Manufacturing, Inc. within the statutory forty-five day
period.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has _
determined your Indomethacin Extended-release Capsules USP, 75 mg
to be biocequivalent and, therefore, therapeutically equivalent to
the listed drug (Indocin SR Capsules, 75 mg of Merck Research
Laboratories). Your dissolution testing should be incorporated
into the stability and quality control program using the same
method proposed in your application.




Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD- 2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign

be submitted to our Division of Drug Marketing, Advertising, and

Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

Sincerely yours,

Douglas L. Sporn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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APPLICATION NUMBER 74464




1. CHEMISTRY REVIEW NO 7 2. ANDA 74-464

3. NAME AND ADDRESS OF APPLICANT
Eon Labs Manufacturing, Inc., Attention: Zohra E. Lomri

227-15 North Conduit Avenue, Laurelton, NY 11413

4. LEGAL BASIS Indocin SR®;Merck SD

patent 4,173,626 expires on 12-11-98 and Merck has certified that Eon is not
infringing on this patent (see NC dated 04-06/13-98)

5. SUPPLEMENT (s) N/A 8. . SUPPLEMENT PROVIDE FOR: N/A
6. PROPRIETARY NAME N/A

7. NONPROPRIETARY NAME
Indomethacin Extended-release Capsules USP

9. AMENDMENTS AND OTHER DATES:

February 2, 1994 Date of application

January 10, 1995 CMC/label NA letter

June 28, 1995 CMC amendment

October 24, 1995 NC bio

July 5, 1996 Bio Acceptable

April 8, 1996 CMC Amendment

December 16, 1996 CMC Major Amendment

August 20, 1997 CMC Minor Amendment

November 20, 1997 CMC Minor Amendment

March 5, 1998 CMC Minor Amendment -~ this review

April 6, 1998 New Correspondence - Patent information
April 13, 1998 New Correspondence - Patent Information

10. PHARMACOLOGICAL CATEGORY NSAID 11. RX or OTC Rx
12. RELATED NDA/DMFs NDA 18-185

13. DOSAGE FORM oral, hard shell capsule 14. PQTENCY 75 mg

15. CHEMICAL NAME AND STRUCTURE Indomethacin USP @
C,oH;6C1NO,; M.W. = 357.79, CAS [53-86-1] N
1-(p-Chlorobenzoyl)-5-methoxy-2-methylindocle-3-acetic acid Y/

4 °

16. RECORDS AND REPORTS N/A cn

17. COMMENTS none

18. CONCLUSIONS AND RECOMMENDATIONS approve
19. REVIEWER Melissa Maust DATE COMPLETED April 1, 1998

cc: ANDA 74-464 Updated: April 29, 1998
DUP Jacket
Division File

Endorsements: . . .
HFD-623/M. Maust, - 23-Wy >IW*4§?

HFD-623/V. Sayeed, Ph.D./ !
Y :\NEW\FIRMSAM\EON\LTRS&REV\74464AP. 498
F/T by:
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ANDA 74-464

Eon Labs Manufacturing Inc.
Attention: John Purpura
227-15 North Conduit Avenue
Laurelton NY 11413
IIII"lll"llll'lll“ll"llIIIII

JUL 5 19%

Dear Sir: —

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Indomethacin Extended-Release Capsules USP,
75 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at
this txme

R B R 5T S S

2. The followmg dissolution testing will need to be mcorporated into your stablhty and quihty
control programs.

The dissolution testing should be conducted in 900 mL of phosphate buffer, pH 6.2 at 37°C
using USP 23 apparatus 1 (Basket ) at 75 rpm. The test should meet the following
specifications:

TIME AMOUNT DISSOLVED
(hours)

1

2

4

12

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,
/

vierth K Chan,
Director; Division of Bi tvalence
Office of Generic Drugs
Center for Drug Evaluation and Research




JN 28 1886

Indomethacin ER Eon Labs Manufacturing Inc.
75 mg Capsules Laurelton, NY

ANDA # 74-464 Submission Date:

Reviewer: Man M. Kochhar October 24, 1995

RESPONSE TO DEFICIENCY LETTER
The sponsor has responded to the deficiency letter of October 12, 1995.
ANALYTICAL

1. With the original submission, the percent recdvery was given but no data were provided. The
data for stability at room temperature and long term stability and freeze-thaw was not given.

b e

NON-FASTING

The sponsor has provided the log transformed data and is acceptable to the Division of
Bioequivalence. :

MULTIPLE-DOSE STUDY

1. All 24 subjects completed the study. The Plasma samples from subject 21
and 22 were unacceptable. The sponsor did not provide any reason for unacceptable data.

The sponsor has provided the “.r subject 21 and 22. All data for subjects 21 and
22 were omitted from the data base included in the pharmacokinetic and statistical analysis. The
original assay from subject 21 was rejected because of




With this study, there were 4 minimum concentrations obtained for each subject treatment: pre-
dose on day 2, 3, and 4 and 24 hours after dose 4. This represent 176 minimum concentrations, of
which 81 were below the limit of quantitation, and thus were reported as 0.000 mcg/mL in the

data base. For both the test and reference formulations, the Newman Keuls a posteriori test
indicated that there were no differences (p>0.05) among the four minimum concentrations,
demonstrating that steady-state had been reached for both the products.

Newman Keuls a posteriori Test

Product
Drug 1 (Reference) 1 3 4 2
Drug 2 (Test) 31 4 2

1= Minimum Pre Dose Day 2
2= Minimum Pre Dose Day 3
3= Minimum Pre Dose Day 4
4= Minimum 24 hours Day 4

* Numbers underlined not different (p>0.05)
According to Don, this method is recognized as a valid method and can be used to determine the
steady state as long as the same is done for the reference. The sponsor has done this for both test

and reference products.

The sponsor's analysis does not detect the case where most subjects are at steady state but few are
not at steady state.

DISSOLUTION

The sponsor has conducted dissolution according to USP XXIII specifications and are acceptable
to the Division of Bioequivalence.




The response to the deficiency letter is acceptable to the Division of Bioequivalence. -

RECOMMENDATIONS: N

The fasting, non-fasting and multiple-dose bioequivalence studies conducted by Eon Labs on its
Indomethacin Extended Release Capsules, USP 75 mg, lot # 930301, comparing it to Indocin SR
capsules, 75 mg, lot # V0621, manufactured by Merck, Sharp & Dohme have been found
acceptable by the Division of Bioequivalence. The studies demonstrate that under fasting, non-
fasting, and multiple-dose conditions the Eon Lab's Indomethacin ER capsules, 75 mg are
bioequivalent to the reference product Indocin SO capsules, 75 mg manufactured by Merck,
Sharp & Dome.

2. The dissolution testing should be incorporated into the firm's manufacturing controls and
stability program. The dissolution testing should be conducted in 900 mL of phosphate buffer, pH
6.2 at 37° C using USP XXIII apparatus 1 (Basket ) at 75 rpm. The test should meet the
following specifications:

TIMB: = AMOUNT DISSOEVED: = "~ "~
(hours) ’
1

2
4
12

3. From the bioequivalence point of view, the firm has met the requirements for in vivo and in
~ vitro dissolution testing and the study is acceptable.




Man M. Kochhar, Ph.D
Review Branch ITI
Division of Bioequivalence

o o/ 17

K#tHK Chan, Ph.D.
Director
Division of Bioequivalence

MMKochhar/mmk/ 74-464 bio response

cc: ANDA # 74-464 original, HFD-630, HFD-600 (Hare), HFD-344 (Cviswanathan), HFD-658
(Kochhar, Mhatre), Drug File, Division File.




IN VITRO DISSOLUTION TESTING -

Drug: Indomethacin ER
Strength: 75 mg
ANDA# 74-464

Firm: Eon Labs
Submission Date: February 2, 1995 and October 24, 1995

Conditions for Dissolution Testing:

USP XXIII, Apparatus 1 (Basket) at 7S RPM
Medium: 900 mL of phosphate buffer, pH 6.2
Specifications: 1 hour

2 hours

4 hours

12 hours

et S v el e i
B TR T e et

Reference Drug: Indocin SO, 75 mg

RESULTS
Sampling Test Product » Reference Product
Times Lot # 930301 Lot # V0621
(Hours) Strength 75 mg Strength 75 mg
Mean Range  %RSD Mean Range %RSD
1 20.9 8.7 9.6 25.5
2 40.1 7.5 20.7 10.2
4 69.4 6.0 358 6.3
12 104.9 3.0 68.4 4.5




